Regulatory T cells (Tregs
Mohr et al. 4 describe how human Tregs can be phenotypically, functionally and epigenetically heterogenous and outline how this knowledge can be utilised to restore immune homeostasis or promote tolerance using Tregs.
In the final review of this Special Feature, Sadlon et al.
5
describe several molecular determinants including microRNAs, noncoding RNAs and unique enhancer elements that play critical role in Treg cell development. Extrinsic cues such as inflammation and polymorphisms can perturb these regulatory modules, leading to autoimmunity. This area of study in humans is at its infancy and requires cutting-edge genomic tools to understand mechanisms that instruct heterogeneity.
Together, these reviews highlight diversity in Treg cell development, tissue localisation and function and discuss mechanisms that underpin this heterogeneity. While examples to demonstrate heterogeneity in Tregs is mounting, exactly how Tregs are licensed to perform a specific function or to populate a specific tissue is still unclear. Understanding the Treg intrinsic and extrinsic mechanisms that license Tregs to adapt to particular tissue or inflammatory milieu will enable treatment of several inflammatory and autoimmune diseases.
